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The MAILING DATE of this communication appears on the cover sheet with the correspondence address 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 



Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 
Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 



3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) M Claim(s) 1-17 is/are pending in the application. 

4a) Of the above claim(s) 8.9 and 13-17 is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) E3 Claim(s) 1-7 and 10-12 is/are rejected. 

7) ^ Claim(s) 7 and 12 is/are objected to. 

8) K Claim(s) 1-17 are subject to restriction and/or election requirement. 

Application Papers 

9) ^ The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

11) 13 The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12) H Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)E3 All b)D Some * c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2. (3 Certified copies of the priority documents have been received in Application No. 09/477,562 . 

3. D Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 



Status 



1)13 
2a)D 



Responsive to communication(s) filed on 30 June 2003 . 

This action is FINAL. 2b)M This action is non-final. 
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DETAILED ACTION 

Election/Restrictions 

1. Applicants' election of Group I (claims 1-7) with traverse is acknowledged (Paper filed 
6/17/05). Applicant contends that the inventions of Group I (claims 1-7) and Group IE (claims 
10-12) should be examined. Specifically applicant argues that the process of claim 1 makes the 
immunoadsorbent material of claim 10 and the immunoadsorbent material of claim 10 cannot be 
made by another materially different process. This argument was carefully considered and found 
persuasive. Accordingly, Groups I and III (claims 1-7 and 10-12) are rejoined and will be 
examined together. 

The Restriction Requirement is still deemed proper and is therefore made FINAL. 

2. Currently, claims 1-17 are subject to Restriction and Election Requirement. Claims 8-9 
and 13-17 have been withdrawn from further consideration by the examiner, 37 CFR 1. 142(b), as 
claims drawn to a non-elected invention. Claims 1-7 and 10-12 are under examination. 

Priority 

3. An application in which the benefits of an earlier application are desired must contain a 
specific reference to the prior application(s) in the first sentence of the specification (37 

CFR 1.78). This application does not contain the required first sentence of the specification 
referencing continuation number 09/477,562 filed 1/4/00 now abandoned and foreign application 
number 99300058.7 filed 1/5/99 in Europe. Please add to the specification. 
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Information Disclosure Statement 

4. The listing of references in the specification is not a proper information disclosure 
statement. 37 CFR 1.98(b) requires a list of all patents, publications, or other information 
submitted for consideration by the Office, and MPEP § 609 A(l) states, "the list may not be 
incorporated into the specification but must be submitted in a separate paper." Therefore, unless 
the examiner on form PTO-892 or applicant on PTO-1449 have cited the references they have 
not been considered. 

5. The information disclosure statement filed 6/30/03 HSA been considered as to the merits 
prior to First Action. 

Oath/Declaration 

6. A new oath or declaration is required because Non-initialed and/or non-dated alterations 
have been made to the oath or declaration [See 37 CFR 1.52(c)]. See signature for inventor 
Steven Howell. 

The wording of an oath or declaration cannot be amended. If the wording is not correct 
or if all of the required affirmations have not been made or if it HSA not been properly 
subscribed to, a new oath or declaration is required. The new oath or declaration must properly 
identify the application of which it is to form a part, preferably by application number and filing 
date in the body of the oath or declaration. See MPEP §§ 602.01 and 602.02. 
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Specification 

7. The specification HSA not been checked to the extent necessary to determine the 
presence of all possible minor errors. Applicants cooperation is requested in correcting any 
errors of which applicant may become aware in the specification. 

8. The use of several trademarks is noted in this application. They should be capitalized 
wherever they appears and be accompanied by the generic terminology . Although the use of 
trademarks is permissible in patent applications, the proprietary nature of the marks should be 
respected and every effort made to prevent their use in any manner, which might adversely affect 
their validity as trademarks, (i.e., see pages 12, 14, 19 and 36 - Reacti,Statagene,merthiolate, 
TWEEN, etc). 

Abstract 

9. Applicant is reminded of the proper language and format for an abstract of the disclosure. 
The abstract should be in narrative form and generally limited to a single paragraph on a separate 
sheet within the range of 50 to 250 words. It is important that the abstract not exceed 250 words 
in length since the space provided for the abstract on the computer tape used by the printer is 
limited. The form and legal phraseology often used in patent claims, such as "means" and "said," 
should be avoided. The abstract should describe the disclosure sufficiently to assist readers in 
deciding whether there is a need for consulting the full patent text for details. 

The language should be clear and concise and should not repeat information given in the 
title. It should avoid using phrases which can be implied, such as, 'The disclosure concerns," 
"The disclosure defined by this invention," "The disclosure describes," etc. 

10. In the instant application, the abstract of the disclosure is objected to because it utilizes 



form and legal phraseology "said". Correction is required. See MPEP § 608.01(b). 
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Sequence Non-Compliance 
1 1 . This application contains sequence disclosures that are encompassed by the definitions 
for nucleotide and/or amino acid sequences set forth in 37 CFR 1.821(a)(1) and (a)(2). However, 
this application fails to comply with the requirements of 37 CFR 1.821 through 1.825 for the 
reason(s) set forth on the attached Notice To Comply With Requirements For Patent 
Applications Containing Nucleotide Sequence And/Or Amino Acid Sequence Disclosures. 
Applicant must comply with the requirements of the sequence rules (37 CFR 1.821 - 1.825) 
before the application can be examined under 35 U.S.C. §§ 131 and 132. 

Figure 3 and the specification (for example see pages 21-24, 26-29 and 33-34) recite 
several sequences but the actual sequence identification numbers are not included. Please 
provide the appropriate sequence identification numbers in order to comply with the sequence 
rules. 

Applicant is given THREE MONTHS from the mailing date of this communication 
within which to comply with the sequence rules, 37 CFR 1 .821 - 1 .825. Failure to comply with 
these requirements will result in ABANDONMENT of the application under 37 CFR 1 .821(g). 
Extensions of time may be obtained by filing a petition accompanied by the extension fee under 
the provisions of 37 CFR 1 . 136(a). Direct the reply to the undersigned. Applicant is requested 
to return a copy of the attached Notice to Comply with the reply. 
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Claim Objections 

12. Claims 7 and 12 are objected to under 37 CFR 1.75(c) as being in improper form because 
alternative expressions are permitted if they present no uncertainty or ambiguity with respect to 
the question of scope or clarity of the claims. One acceptable form of alternative expression, 
which is commonly referred to as a Markush group, recites members as being "selected from the 
group consisting of A, B and C " See Ex parte Markush, 1925 CD. 126 (ComnTr Pat. 1925). 
Please add "the group consisting of along with "and" to the claim language in order to obviate 
the objection. 

13. Claim 7 is objected to because of the following informalities: serum is misspelled 
"seruim". Appropriate correction is required. 

Claim Rejections - 35 USC § 112 
The following is a quotation of the second paragraph of 35 U.S. C. 112: 

The specification shall conclude with one or more claims particularly pointing out and 
distinctly claiming the subject matter which the applicant regards as his invention. 

14. Claims 1-7 and 10-12 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

A. Claim 1 is vague and indefinite because it is unclear in reciting "a molecule" in 
various areas of the claim. It appears that applicant intends to recite only one molecule. 
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However, the use of "a molecule" implies that several different molecules are employed. 
It is suggested that "a molecule" is recited at the first instance and all other references to this 
same molecule read "the molecule" in order to clarify the claims. Please clarify. 

B. In claims 1, the use of "incorporates a binding site of an antibody" is vague and 
indefinite because it is unclear as to what the molecule is to entail. As recited the metes and 
bounds of the claim cannot be meet. Will the molecule bind to an antibody via a contained 
antibody-binding site? Is the molecule an antibody or is the molecule to be the combined 
composition of the antibody and second protein? Correct appropriately. 

C. The term "remainder" in claim 1 is a relative term, which renders the claim 
indefinite. The term "remainder" is not defined by the claim, the specification does not provide a 
standard for ascertaining the requisite degree, and one of ordinary skill in the art would not be 
reasonably apprised of the scope of the invention. The term defines a portion of an antibody that 
is not bound to the second protein but does not clearly explain how the second protein will bind 
and not bind simultaneously, such that the limitation can be assessed. Without site 
directed/epitope/sequence information to clearly define the entire antibody (wherein certain areas 
will bind the second protein while other areas do not bind the second protein), it is not clear how 
one of ordinary skill in the art would be reasonably apprised of the scope of the instant invention. 

D. Claim 3 recites the limitation "chemically". This recitation is indefinite because it 
is not known if the binding of the conjugate to the second protein is directed to any chemical 
reaction or necessitates a chemical composition between the antibody and second protein? 
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E. Claim 4 is vague and indefinite because the materials set forth in a Markush 
group ordinarily must belong to a recognized physical or chemical class or to an art-recognized 
class. The claim is drawn to various solid support compositions but includes carbon and cotton. 
It is suggested that carbon and cotton be removed from the Markush grouping in order to obviate 
this rejection. 

15. Claims 1-7 (specifically claim 1) are rejected under 35 U.S.C. 112, second paragraph, as 
being incomplete for omitting essential steps, such omission amounting to a gap between the 
steps. See MPEP § 2172.01. Merely, reciting the use of reagents in a process format is not 
considered to be a proper process claim. The claim merely outlines the limitations of the final 
product but does not give any steps regarding the process of making such a composition. For 
example, steps regarding temperatures, incubations, exposure times, etc.. are not included. Such 
limitations/facts about the final composition do not provide positive limitation to the process of 
claim 1 . 

Further, there are no claimed steps reciting the washing/removal of unbound material. 
With respect to claim 1, a separation step that removes unbound reagents from the formed 
immunoadsorbant material. If you do not have a separation step after complex formation, it is 
not clear how one would distinguish materials bound to the immunoadsorbant material from 
those which are merely present in solution but not bound to the material. Please add steps. 
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Claim Rejections - 35 USC § 102 
16. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 



I. Claims 1, 2 and 10 are rejected under #5 U.S.C. 102(b) as being anticipated by Malmqvist 
et al. (WO 93/25909). 

Malmqvist et al. teach a composition comprising a solid support (chip or biosensor) with 
an immobilized binding partner (first protein) and a reversibly bound receptor (second protein). 
The receptor is capable of binding to an analyte of interest. Page 3, Summary of the Invention. 
The reversibly binding receptor may be antibody fragments and may also possess a non- 
immunoglobulin such as a fusion protein. See page 4 - 4 th paragraph. Although the reference is 
silent with respect to the attachment (antibody fragment -fusion protein configuration) via a 
peptide bond this limitation is deemed inherent to the antibody fragment - fusion protein 
complex. 

II. Claims 1, 4, 10 and 12 are rejected under #5 U.S.C. 102(b) as being anticipated by Berry 
et al.(EP 0 434 317 Al). 

Berry et al. (EP 0 434 317 Al) disclose immunoadsorbent materials comprising a specific 
binding agent immobilized on a porous solid phase carrier material. Silica is the preferred 
carrier, however other conventional carriers such as polystyrene or columns maybe utilized. 
See abstract and column 2 line 42 through column 3 line 12. 
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The inventive immunoadsorbent material comprises a specific binding agent having one 
or more variable domain proteins, which are linked either covalently or non-covalently to each 
other. See column 2 lines 29-4. The specific binding partner (a molecule which incorporates at 
least a binding site of antibody) is immobilized on a surface/material through a covalent 
attachment to a proteinaceous linking group (second protein). See column 6 lines 23-57. The 
"Myc" amino acid sequence is taught as a preferred linking group. The linking group will 
normally be attached to one end of the variable domain protein (specific binding agent). See 
column 7 lines 18-25. 

The patent discloses several advantages when small specific binding agents are 
immobilized to on carrier materials (solid support). See column 2 lines 1 1-23 and column 8 -10. 

Claim Rejections - 35 USC § 103 
17. The following is a quotation of 35 U.S. C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in section 
102 of this title, if the differences between the subject matter sought to be patented and the prior art are such that the 
subject matter as a whole would have been obvious at the time the invention was made to a person having ordinary skill 
in the art to which said subject matter pertains. Patentability shall not be negatived by the manner in which the 
invention was made. 
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This application currently names joint inventors. In considering patentability of the claims under 
35 U.S.C. 103(a), the examiner presumes that the subject matter of the various claims was commonly 
owned at the time any inventions covered therein were made absent any evidence to the contrary. 
Applicant is advised of the obligation under 37 CFR 1.56 to point out the inventor and invention dates of 
each claim that was not commonly owned at the time a later invention was made in order for the examiner 
to consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(f) or (g) prior art under 35 
US.C. 103(a). 

III. Claims 3, 5, 6, 7 and 1 1 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Malmqvist et al. (WO 93/25909) and Berry et al. (EP 0 434 317 Al) in view of Konig and Skerra 
(Journal of Immunological Methods, 218, 1998, pages 73-83) and evidenced by He and Carter 
(Nature, Vol.358, July 16, 1992, page 209). 

Please see Malmqvist et al. (WO 93/25909) and Berry et al. (EP 0 434 317 Al) as set 
forth above. 

Malmqvist et al. (WO 93/25909) and Berry et al. (EP 0 434 3 17 Al) differ from the 
instant invention in not specifically teaching antibody fragment chemical conjugation to a second 
protein (HSA -serum albumin). 

However, Konig and Skerra teach antibody fragment coating on microtiter plates. See 
abstract. The fragments were linked to a second protein (HSA) via a chemical conjugation 
(ABD). See figure 1 and page 74 2 nd column last paragraph. The binding affinity of this 
composition was measured with respect to antigen binding. The binding percentages are 
presented in figures 4 and 5 (the binding activity is greater than 0.5%). 
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HSA is taught to be a stable and widely available bulk protein that prevents non-specific 
binding (catalytically inactive). See page 81 section 4. 

The use of HSA increased signal strength (page 80 1 st column, last paragraph), was 
inexpensive (page 81 2 nd column 1 st paragraph), further allowing for efficient saturation of the 
reactive binding sites without additional blocking with rapid turn around (see abstract). 

Although Konig and Skerra do not recite the molecular weight of HSA, they disclose two 
references directed to the large molecule. One of these references is to Carter, 1992. See page 
82 1 st column middle of 3 rd paragraph and page 83. Carter et al. disclose that the HSA 
compound HSA a MW of 65K and consists of 585 amino acids, therein being at least 3000 or 
5000D (see page 209). 

It would have been obvious to one of ordinary skill in the art at the time the invention 
was made to use HSA as the second protein as taught by Konig and Skerra in the 
immunoadsorbant material of Malmqvist et al. (WO 93/25909) and Berry et al. (EP 0 434 317 
Al) because Konig and Skerra taught that the use of HSA increased signal strength (page 80 1 st 
column, last paragraph), was inexpensive (page 81 2 nd column 1 st paragraph), further allowing 
for efficient saturation of the reactive binding sites without additional blocking with rapid turn 
around (see abstract). 

One of ordinary skill would have been motivated to incorporate this second protein 
(HSA) in the immunosorbent material of Malmqvist et al. (WO 93/25909) and Berry et al. (EP 0 
434 317 Al) to take advantage of the increased signal strength and allow for accurate and precise 
measurements. 
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18. For reasons aforementioned, no claims are allowed. 

Remarks 

19. Prior art made of record and not relied upon is considered pertinent to the applicant's 
disclosure: 

A. Seed et al. (US Patent #6,093,558) disclose compositions and methods to adhere 
active proteins and protein-containing compositions to substrates. The proteins or protein- 
containing compositions include cell lysates, viruses, cells, and tissues. Typically the proteins 
retain their biological activity wherein the activity includes enzyme activity, antibody binding, or 
the ability to bind antibodies or receptors. The protein may be antibodies, antigens, hormones, or 
receptor molecules. The substrate includes membranes and various binding interactions 
including covalent interactions, peptide bonding, and conjugation. See abstract, columns 4 line 
60 through column 5, line 61. The invention teaches dual protein formation on the solid surface 
membrane via the binding of a first reactant containing a protein. The protein is affixed to the 
substrate and a second reactant is contacted with the first to form a binding complex. Column 3, 
lines 8-15. 

B. Berry et al. (WO 96/27612) disclose antibody fragments connected by a linking 
peptide (fusion proteins). The document teaches one of the embodiments of the instant invention 
scFv3299. scFv3299 is a single chain fv fragment antibody and a peptide of about 20 amino 
acids. Supported by the disclosure on page 1 1 , lines 7-16. 
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20. Papers related to this application may be submitted to Group 1600 by facsimile 
transmission. Papers should be faxed to Group 1600 via the PTO Fax Center located in Crystal 
Mall 1 . The faxing of such papers must conform to the notice published in the Official Gazette, 
1096 OG 30 (November 15, 1989). The Group 1641 - Central Fax number is (571) 273-8300, 
which is able to receive transmissions 24 hours/day, 7 days/week. In the event Applicant would 
like to fax an unofficial communication, the Examiner should be contacted for the appropriate 
Right Fax number. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Lisa V. Cook whose telephone number is (571) 272-0816. The 
examiner can normally be reached on Monday - Friday from 7:00 AM - 4:00 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Long Le, can be reached on (571) 272-0823. 

Any inquiry of a general nature or relating to the status of this application should be 
directed to Group TC 1600 whose telephone number is (571) 272-1600. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. 
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Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see httpr//pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 





Lisa V. Coo^ 

Art Unit 1641 LOMGV.LE 

(Remsen 3C-59 SUPERVISORY PATENT EXAMINER 

September 1, 2005 TECHNOLOGY CENTER 1600 



